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&m± ma mm W2«) 



(54) mwozm ^attftnjs^t;^ hssi 



(57) [gift] 

*mimzi^^t2mfrDim*-£ts. mmtmo. i 

m m ~#J 3 m m (DittS £ W"f & . 
B 1 pJ^CC*S. 




1 

m*m i ] mmmt ur^^i^ft^ mm 
mmmmwvjm^rmmfrft e> ft o , t£*i{*<£>& * 

ffl*3»**jpjfflttr * 9 % *J>ft < <!: fc» 2 4 naafctofc 

i a i ma^ffl^ttigaafiM^o 

4BI«a2CcEilfl[>JWJg. 

[n^g 5 ] &#m#j2 i o nxmmii* b* ^ 

F©in vivo tr-^jfiaK^atttftftrSIIW^B 

i a> 4 ©^-rn^-^i attow^. 

VWm^ 3 »^»B2-fi4iemK:|}iB*t:*-f F 
<n i n vivo t--^rfn«43»S^»#tTSIt*l l 

<Dffl& 0 

m>m 8 ] mriB tr-x^s ^8^?^m 

[fi^9 ] b Fa^yynfWf^l/p-x© 
J: 9 ft 1 «6U:©«*tt# >; v^ettSttaiBUKB* 

[Ht$3 i o ] mmmt uxw«a«©*tr*-f f« 

**Xtt*©*r«aiO«:eaftO. l mm-#j3mm 

#tcmK*e*4Fmmm*tmtntctkmir^ ibi 

[Ht*fll 13 «TK*t*-f F«B*3&*tt2m»-» 
6 4mgr<Db F P*;U*>3&>6«JSR3tiSit*S 1 

[f»#3Sl 2] fWB*tf*-f h'ifl^5mg^ 
8 0 0mfir©^fc*^6fltflES<i-5ffll*3S1^6 1 1 

m^mi 3] twe^tr** tgmm&mbms^m 

4 0 OmgW^ F>^6«/SS*i*i»«3B 1 frh 

1 1 micm&<om&. 



(2) *fH¥7-2 0667 9 

2 

1 4 3 js:^a»3 i o mmtcmztt'* 

A F CO i n vivob- £fjf # 
« 1 iPh 1 1 (DOTtl^-^CCfBlScDSO^. 

:f+i^&;l>;f;> x i/t Fo^f-fx *^b Fn^;u 

>5/jV"*jl/fc* m ^^F7> F, 7 , 7'i>s)l7 a >. :/ 

7A7'a $ F\ FODf>f>, i/tFawt^, 
^y^F-;k i/^fji/f7A 

20 b^/to, x h^y'ztsy. x^M^jbfrA^f- 
> v x^;i/^;i/t:^, 7x>^^ 

bFo^FX tFci'tWX bFn*^ 
-^^^>, ^vya?F>, ^F^^F> V Mo^7t 

?j:>£.r.;k y^»;^> % y^^^^— 

y#F>, ^F^>, ^e;i/b^, $P7^> 4 

30 4->, faWMFcTfruaj F, -^>^^>>. ^x^F 

b*^ by F7$ F, 7'P7x^^ 

^a^F-;K ^n^u^>, 7'ot7A 4 7*a^+v 

[a»«ai8] -f^D7xx ^^p^xt^, ^ 

^^yy'ny 7Ji/7'7x>, >5rF^n^x 

40 >, ^>F7*P7x>, fP7*P7x>, ftJl?U7x. 

>, Fyttf^a7x> t x^7i> t 7^7*P 
^>f^£^>> v xy>^^, F;uy^>, ^/^ 

t7^ t **ti~tr^ IsYSZisls. TltJZlsZs, 7 
^>^Ttf^, **isVi*9. *7*i-& 

^^7xtA8 l 7^7xtAg 4 ^-7;l/A^, 
F^7xtAE ^y;U»;^;l/. 7Jl/7x^f;K t'P 

+ '>^7A V ^ F + '>^7AX«>f y + ->^7A v &tfC*l6 

50 ©«^tt«<0 fc©©fi^3^ 6 ft 4 83&>€>HtRSn& 



(3) 

3 

mim i 9 ] mmm*mtn&T ? >; v-. 
ffl, *^bt^M*st>'cn6©Wft©f£l:©&©©ii 

ftfr-^KiBiS©^. 

[»*B 2 0 ] Bfc*14ttf4£*tt#f$:® <!: U^f-riBlS 

^t©ffiBffl(*«:^-r^i»^i tf>*> i 8©t,>m#>— 

J®tciSig©80f5. io 

[it#i2 i ] *affl«©«p««**»swt»«'r 

£WU S^r^O. 1 mm— i^3mmCDil:@*WL'•C*i 
l5flO 1 e 1 mW&HD i n - v i t r omMftfe&Tfr? 

<fc 5 «c$j js ^ *ifc««©!i#*iiJBr a c i *» 6 * s . 

[MSB 2 2] 1 H 1 H«P«!^ffl*flcWffltt»tttt 

b. #*#J0. 1 mm~#j3mm©il:S ; £r?ri>"t:*5 , 3. 20 
ift2 4B#F B 1Jy±{C^corBulE*f^-C F «**©?&* 

w(c^ttifiiit»«is*««T £<t 5 tctetmBm-cwtm. 

£ ft/c«£t©fi{*£S?i*Tr -SlSPg i . SB 2 4 B#fffltLhtC 
toft: ~> T 6K*©^*«fP* 4fc»«:.*#fc8ir 

la^&ffls^ia-^-r z>ztfrp}t£ sum. 

V- F, *U»K -/:J->SSWMBtf-X «KtRCf* 

FWWW-c*«ofc«. rfj**!!?-. r 

it ^ 2ix«2 2 (cnmoyjm. 
Bffl&g^ja^&s-^ f >; f o-CB«iatai**» 

j&i" *a»*EK*lfflWaB2 1X«2 2 K:iSi8©;fr 
ft. 

[iron 2 5 ] m&mtiLmm&tst^'&m 2 ~ 1 0 mm 

lC%ffi&*V*-< F© i n - v i v o fcf-d'lfil&tfJiSK* 40 
mm? 5 J: 5 «c HuiaS^*lBg-r *l8|i§£ jg«:^t?fi!3< 

352 1 2 4 ©c>-r*i*>— sccibib©^. 
ci»*3S 2 6 ] mmmGLmmommmtt&wmv * * 
>*)7-kJi>ic&&-?z>M§%:mic&t*mvs2 i tph 2 

[0 00 1 ] 
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[0002] 

[t£jfc©ftffi] t h&am<c£D&^tcJHJ$«'t'CC 

ffi^^isijt-rsciais^ff-c^i^nr^s. c© 

-rgm©»iK4i®a^l*£)ta&«cteffl3*iS. SfltK 

*jw*Esi©c©«t 5 awmtmtc. timj&xmiwm 
a©HuiaEm ; &iP^^&. 

[000 3] *»-C^ftl©3SSflCfflt!S!l<!: LTttWfctt 

rnmoa -7--<> y<Dmvmw$k &c<t sa>x«iBBiJ©jift 
m*»ffr sfc«t>©!|#a5v v •; ? ^©bb^cj: otstt 

smut -&«>©*>*•&. 

[0004] ±x<D^,wmm\<Dum\t. mmtimm 

<D&*mtcMft'& h ti S <fc 5 tt3K9ft$£ . JB8ltt#& 

* hr*Y F««S8©ii*«ie*ISJ*L ttwntitt 
<dx. ifcKWWC&S. ®£3fe©3l^?PMii». ^J© 

*{cS#L*C»i. -fb^©ffliIKiR, ^JWPjfiRCff^i 

*^r§{ btc «fc 9 rstt^S"j©jfii*Tgs©aiti*^ 0 . mm 
[0005] fflflo^estt^b^w^swjKttffl-riffl 

XT^ <( =7 H V 9- -f £SI#t? * ft l» C & fiSiC S!* 6 
[0006] tStt^^«RiRSn4fcJ£>«:B^S?L/-CI,> 

*&m-r£©ccii®&Bsratt. gw^ffTtssnt 
«n^ft{c <t: 0 <&%.m&mict>it ixm&m&fr h&m 

ttOSEtRjWS-Ctt. ^^^©^^^S'j^-rsfc 
*>*). en. hotm^m\mft#<»&im<<cm$i. 3 nr 

[0007] S(*^6©^©SIS(CiJaP-r4HT-B^ 
g^«|-C*4^. «F3efflB£«J3S»6©SlffirStt^®«:oi,> 

■efts $ n s^gp#ra Btbi^w-^a-^if^ti-e s> 5 . 
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m&Rv®m*(Dmw<Dmmmm<Dm$bJ]&&z 0 bp 

ritfrW&c^{bir£o Sl^ffTrti, 
[0 008] E»*<D^«)g<DM«J<DrStt1»S(D«[S 

BKMWR, «B£{b» ttMMML ttWX»R^»*S 

[0 00 9 ] ^©S»SC>*KiR<D)R*tC^»-r-Sa^ 
©HT-fcfeWtoftr. aBBJcSHESna in-vitr 
o*»B#IH<fc ( i n- v i vo) rt4*T<*>Av tf U 

[ o o i o ] * e*-f FXtt*©tto»iRttaflWi*a 

-So m«, *»©*HWlFfR4 i 9 9 

0, 3 4 1fSff4, 844, 909^(Go Idi e 
6) 3 7 T©*ffi»«S[ ( P H 1 . 6-7. 2) 9 
0 0ml *T*BSI©*P a d d 1 eX«Ba sket 

0 1 0 0 r p mTi&J5£l,/c»£fc:, fflj&D i n 
v i t r oig»*^l WFlfflfftCC 1 2. 5-4 2. 511 
%. 2B$Fffl&K:2 5-5 5SS%. 4«ffflg{C4 5-7 30 
511% 4 6BfB»CC5 5— 8 511%Ot FP^^ 

0, in vitroTOlpHl. 6-7. 2tp 
H#>6i4£U in v i v o T'ff 6ti€>t FD^* 
><Dfc- *lteK*«g#»J^8:-^2 -4 BMHCC^t; £ 
<fc5«:»tR3*i4. t Fa*;U#>fflj^rfcfcl>fc< £ 

[0011] 101 H«na^«BB«jll»rKCcBI»S 

K«?W»?|l»*rttlfflR3tir rfTJg<D lBli 

MBVMt L/T«, D i 1 a c o r (S»lS«() XR 
(Rhone-Poulenc Rorer #>6rfjlgG> 
*M<b^^T*AtftiMt*^-fe^> % Thoraz i 
n e (S»jS«) S p a n u 1 e (9£iti&fi) (Smi 
thKline Beecha mfr6rfjJE<D&M*P A* 
:/OVS/>fftffitt#:/-fejl,) % Theo-24 (9»ffi 
g) (S e a r 1 e^^*)E©ft7 ^ 'i>Mtt*^ 
W) t TheoX (^11) (Carnrick* 
htSmtDn-y a V^&tSL&Zrflsy b) % Theo- 50 
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dur (MM) (Key*6*JR©^*7-f U>* 
«tt>^l/»h)» Theo-Sav(«Wt) (S 
au a g efrt>JtifR<Dnr? a V>'&M\£Z7lsv 
h) , Uniphyl (9ISiS^) U n i c o n t i n 

(9lii§gl) (Purdue Frederick^ 
~fim<OT*7 a *)>'&W8i%zn>v V) s T-Phyl 

(SKlMR) Un i c o n t i n (9»tt«) (Pur 
due Frederic )tiPh1frm<D^*y a V 
Sfctfe y b ) , Tenuate Dospan (9 
SifS^) (Ma r i o n Merrill Dow^6 
mjR©*«^x^u^atr*>»iStt*^u^ h) % T 

e p a n i 1 (5JMBHR) Ten-Tab (9^iSS> 
(3M R i ke r *6rSJRO*llS/x^^^p hf*> 
fftfttt*:/U* h) . De s oxyn (Sttflf«) Gr 
a d u m e t (SlilS^I) (Abbott #>6rf5flg<DS 
l^xWF^^Mtt^^U^F), Dexedr 

1 n e (SliiSSD Spanule (S&ftS) ( S m 
ithKline Beech a m^rfrSSOT^;* b 
D7A7^^$>Mft^^) , Compazin 
e (SAianEt) Spanule (9MA«) (Sm i t 
hKline Beec h a m#>6rfiBS<Dv IW 
P^p;l/^^>|fc]fttt#:/Hz;l/) . I n d o c i n 

(a»ffl«> SR (Me r c k*>6iUJR©-f > *^ 
>^aSCl**^-b^) % Betachron (3»iS«) 

( i nwo o dfrhismvmmy'vy^yv-frwmiL 

s Inderal LA (Wy e 

th-Ayer s t tF>t>ifim<D&M'7uy'5 s P-;t/& 
Srt4^77'-fe;U) . I n d e r i d e (SiSiStil) LA 
(Wy eth-Ayers t ^^TtjiRCDfeK^D >> 
o-^MtFo^nn^ryFiM^^il/) , P 
rocardia XL (9Hfel§ttl) (Pfizer^ 
^miScDx^x^b'V^tttt^^U^ h), Mesti 
n o n (9Hfei§4§) T i m e s p a n (9f^S> ( I 

F), Temaril (S&iSS) Spanule (9 
§i|g«J) (He r b e r t^^rPSgOOaSKFyy^^ 
^>«SMt*^-biU> , AL-R (9ttM> 6 (Sa 
r o nfr6rfi|R(DvW>B^ajU:7xX^ 5 >&Sfctt 
^7^-b;l/) 4 Chlor-Tr imeton (9HMS 
S) Allergy Repetabs (fiftffiS) 

(Scher ing-Pl ough^ t> JfiM<D'?' U > 
^D;l/7x^7^>Mfi^^l/7 h) % Ad i p o 

s t (&mmm) (Ascher !$m<b : m&M7 x 

>^ F^^>aSfctt^^-fe;l/> , Bontril <S 
l^lSti) Slow-Release (Carnrick 

W.Melfiat i^mm) - 1 0 5 Un i c 
e 1 1 e s (&m&m) (So 1 wa y^6rfJ|g(DS5 
®^^>^y byzs^i&tk&Jjy % Prelu- 

2 (f^^S) (Boehr inger i nge 1 h 



(5) 



, PT 105 (l»jfitl) (Legere^ 

e h 1 e s s (Sftffitt) ~105 Timecell 

JfeS&tt^-feJl') . Preludin (SttiSft) E n 
durets (3£ISf§^) (Boehr inger I 
ngelhei m#>6 Jfim<Dm&y * >^ F^>&fifc 
F) , Caffedr ine (Thomps 
onfrhWfc<DJjy * A ^VmXktty'^fc) > D i am 10 
o x (&SmU) Sequels (SttfllM) ( S t o 
r z^^HjJKOT-fe^^S FfftJKtt^^'fe^) v Ve 
relan(Wg) (Wy e t h - A y e r s t * 

, C a 1 a n (UliiS^) SR Caplets 
(aSfflfS) (Sear 1 e^fcrRSROttBK^'* 5 ;V 
tfafttt*:7u* h) . I sopt in SR 
(Kno 1 1^6Tf?|R©SK-<^^5Jl/^3SStt^^U^ 
F) . ffl8^<^5 JU^^U* F (GoldLine* 
6 rfrJKOtttt^'* ^ MfeWt&ZrfX, v F > , StfA r 20 
t a n e (3»iS&) Sequels ( L 

ederl e^6rSIR©ffiK F x -5>Jl4feft 

[0012] ,«#K: 1 0 1 @/cW&^TfttfJ:t^Ja> 

nri»*iiP*br*-f Kil»J^<««Q4-6 

2 B$fBti« <h U r »S0f 1 3 tit l > £ & ©{iiSIR $ 

ftccaafftc*. 30 

[0013] M^tb^^f Fffift!TC&S&*teS 

tl^ (IP^Purdue Frederick Co 
mp an y#>£>rfiI£<DMS C o n t in (m£&U) 
F) . 

[0014] nmmMk*im*siini!i***v*4 f 

^ft0cf£KHi2* «P»#0A:l»K:i2«IHa±, J: 
[0015] 

ijiBi @«:#ccja«j&* a bmmm<DMn&**m 

[0016] *«W©gJ©BW». 1 2BSI8!fiLb, »* 
b < WPte < <t 2 4 WltCb/cot A#cc«a&3e« 

^t5C<bt^)^ B 50 
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[0017] **gi©M«cs«©Bwra. 1 2B$ra«±, 

[0018] 

lattice* -f FiII©2 4 W]M^W^>^ 

sg<^#aim^s^<o <fcD«FSWcctt*ifte8«. 2 4 

l^raSKMtD in-vi t r o*JR«Ftt***r*tr*-r F 

3tt*<fc«HBHB©i n-vitr o«S^a7^W 

[0019] <t0»3EWK:«. *IMI3l3*filL««0*» 
©BSIW{C«^«tt^HH^#^&a*, 10 1iR 

i^Mt*^, MietHftO-&^^0. lmm-83m 
< <t4>#j2 4B*lfflCCbfcoTtfe:i--f FflB»H<0«»Jlll 

[0020] *mM<omi£<Diffmmic * & t , m&<o 

[0021] *«w«iscc, mmmt ur^nittiot 
t-^>r Fa»mxtt*ofi-cttaoA:iesjBo . 1 mm 

^ t i0i mmn&^m^mmffi&mt* t * -f f « 

l«IBW»R:B"r*. tf-XttWc. ( i ) 7^J;«R 

^^y ;uso3^ y J: * y y v 

-\ ( i i ) x^;l/-feJl/P-XCDJ:^^T^^^Hr^n 
(iii)^7?^ -fef-YV^^tt^^M 

^rffeOtiffl^ n - f ^ > ^ , X»(iv) ^< 
^j2 4«FHI(ctoyto"C*8SSB[*«:tJK*tf*^ Fffl^m 
*J*3RWCC]SScHU-r4/cab<D»f ( i ) - ( i i i ) cd^jH 

[0022] *^8«HK:, *firfflS<D)gPi»S^€:^ 
flSdiBSS-C^WU, S^ftO. lmm^3mm(DiaS 
^:WT^>S©tcDjfli*^S^*r^Ci^6^^, 1 a 1 [bI 

n-fimcM~?z> 0 i a 1 mwtw in-vitr 
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[0 02 3] r£fl*|fl«fej ttSSH«. *IFDA(D 

[0024] r^-f*r^-f^e>;^-f j as«Htt, 
aw-cttSfssft*. 

* (Ml*) 2«fIB«±. *0»*L<J«J2 

[0026] rjn*j sewMtfru as 

&J0. Imm-lj3mm k !lfSl<(iO. 5 mm-2 . 

[0 02 7] r#ffiffl«j ftSfflHtt, BfaoflB*©* 20 
[0 0 2 8 ] *»9JC!)fftlSrt«ifttt. *fcT*-f F (Xtt 

[0 02 9] *»B8©*f4tt»tt. FM£<h 

flWJUSStft:*-* FWSttffc^BJiLTtt. 7^7* 
>#x;k ryji/T'o^, a^at/>, r^uyt* 30 
> v ^>^;l/^;l/b^, ^h7$ F> -f^usfovj 

> v i/TA/P ^ F» Kczn-r-O, 

b*> ^ -/*1fF— ;k s^'v/*-/— ;k 5^e*\rt> 

X x7 , ^^», xK^i/>, x^y^;l/^r 
A7*f>, x^;l^fc;Ub* % x h~£*tf>:7:*>£~- 
;k ^n>f>, tFaafX t Fa^^X b Fa 
+>"^^> v >fyy^K>, lss<VUl> 40 

X o7i>^i 4 y ^Sr*/-/— ;k y 

y#F>, y^>, *;t>fc*. ^p^^ 
> % ^;u^^^> v :Jvi/-W>, ^3^ji/t^ 4 

jrlrfc**. yjt>b'^y> % r^>, t^nFX 

ypy F-;k ^a^y*P> % ^at7 50 
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[003 0]»rS©»*u^*lttW«:*tr»rtt, *b* 

> s t FP3F>, F>, ytFnnf-/^, 

[003 1 ] 1 ^<£>*?£ u^iiwic^ta, 
w©««rtt*fcr*-f pnmaimMd»£ orb 

FP^P»;F©ir§^ Ar^nmsa, *;«f© 

ffeot FP^^>S^/cKt Fa*jl/*>ttQE&$# 
f#£ 0 *b**-Y FttMEtfb KP^V*>ajtOfeOt 

«*bM»J»«ft 5 ifm g-S8 0 0 Ilm g (D*)U 
*^©»JMtSlSll»ttfi511mg-jRl4 0 

[0032] ^imofMkflMoa*. * tr* fm 

SB^J»f*lyl*C<fcCC, «i«pHl. 6-7. 2-Cp 

^w<z*^«*ffPSt#«F© "ffla^>b->y <d 

ose dumping)" 5rES±"J"S 0 

[0033] *«H«:*i^riiP*hr*-f FmKHi2. 

al^coilgt^ ( i mm ediate-releas 
e drug) CDB&i^KESfc-f ffiSfc^fiJ 

^7 , P7^A ^P7xt^, ^^n^-fe>, 

y ^ 7)\s~?y x ^F7'P7i> > >{>F^P7 

> % 7 / 7^7 P P7x> > ap^u^x>, F«;**1f^ 
P7 j:>, X7'P7 x > s r$/7*P7i> 1 ^TZfU 

xy>y*. h;u^^>. y^b'v^, ^^-b*^ 
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^7xtAf, *?U7x.1~2» 

?;i/y-yvk 7)17 *~y-)i>. t*P'>+^7A, ^ f^^ 

[0 03 5] 0U«*2© <#*fcf*-f F) SBW*WW 
ffl^ F »J y ^x^Ht^O&^kcfc^U SOflBSfctHn- 

[0 03 6] #im®fMktti8n». t&ifM^©^ 

[0 03 7 ] *»MOfit*3WRSttE*^--Xr 

m«nu pari el 18/2 0e-Xr^ o 
[003 8] *fBIH©»fS©»* Ol»3aiS»filCC*jCir 

sett 3 - f - -< > ^-c&s § trc i > siskosiw* e> & 

[0 03 9] *»?B©fflBSfffflCCSJHJ*tttt*#^S© 
tC+^CC^fc'^-f FSIft^KfiScliirSfcfetctt. 
j»»R**tffHt»v fi2-HB3 0«©«*lftIU^ 

[0040] »*i4W*4^^ffl^na^j«. # % 

[004 1] **5B©0f5E©»* Ul^9HBfiHC*50>T 
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5 F3#u^-, #y u^M^^y u- f) , #y 
u-K #y7^'M75F, r^7W 
u-ha#y7- #y $ ? y JiflMftK 

^w&csspra&r * y y ^-t-&6 0 
[0042] gfs©»a u(r*jafc«»«:*5^TBr ^ y 

10 ;I/#y^-ttl«et±CE>T>*x*^*^yu--F3# 

«S»»«:*jc»r&*nr*»). nf xvi kc, ®# 

[0 04 3] io©»*Ui»HJ6!8«K:*y^t:», 
y;l/n-r^>^t Rohm Pharma^Wi 
Eudragi t (SftflNR) rmSR3tiTl>4fe<D© 

<t^tt. *tt»»«©jp»r««3*i*r^yii/«ai^ 
20 *#-t?*s. jso©»*ut»saB»«cc*ji*rttr^y 

>^«, Rohm Pharma^tl? 
hfflEudragit (IgSt) RL 3 0 DR. 
CFEudragit (9«iStt> R S 3 0 DrrPJR 

$nrc^2«<Dr # yji4M»^ 

-So Eudragi t (fi»ffi«> RL 3 0 DM 
Eudragi t (^Sii§t§) RS 30 DB ( fi^ 

^(ommmr as^wt^^ * ^ y 

^^Ai^0(D*14 (y F) 7^y;HxXf;l/(C 
30 5*r-5*^Jt«, Eudragit (^ffiflt) RL 
3 0 DCC*5l^r» 1:20, Eudragit (S^ 
RS 30 DCC*Jl*r»l : 40r*S. ^ 
^»Jfil5 0, 0 0 0T'£>£ o (K 

1%-T 0 Eudragit (SSm&) RL/RSg^S 

ilMfcKKiiatt'C**. 
[0044] *^HJ(DE u d r a g i t (S&SS) R 
40 L/RS5}SrW, wao«BW^n7-f>u*«T*lfclfc 

t/l»«*Wtt»W««A«. 1 0 0%E u d r a 
g i t (S»ffi«) RL, 5 0%Eud ragit 
m&m) RLM5 0%Eud ragit (^ffiA) 
RS, R&l 0°/oEudragit RLR 

6n^>o *Jl^*#B. m#E u d r a g i t (SHfc 

168) L©a#<fe©7^u^yv-fefiwi/Ssc 

50 [0045] ffe<D$f $ LC^ftHdtflKc^^r ». #f£Hj 



13 

•C«*jftiL» 4 c £ #H»3*i J: 5. 
[0 04 6] lo©mjR©x^;l/-b;l.a-x*tt»KjR 
«Aquacoat (SiW) (FMC Cor 
p. , Philadelphia, Pennsylva 
n i a, *H) Aquacoat (S^SM) 

^>^iLtiM 48ytc v Aquacoat (9AS 

[0047] »9<Ox^;Hr;H3-^*tt»»}RttS u r 
elease (Hii) (Colorcon. In 
c. .West Point, Pennsylvani 

igt ^«BW*»fl[« *ccE^r & c <L &c £ 0 iliSS n 
[0 04 8] a-fw >^^7Ktt^ ! Jv-<D7Ktt^tfe 

[0 04 9] x^^-fe^a-XCCSU/coJ^KDMiO 

[00503 *$mb(dt* i ;;i/^!/^-ccaL^Biawu 

c^iiUr^ ^x>lh'Jx^l/NF XVI, *x 



(8) «fHW*7-2 06 67 9 

14 

#yx*i/>yy=i— ;k */nt:u>yur2-;u, 

t/T&<£(,> 0 ^x>ttH/x^;i/«4$cc»*L(,4. 
[0 05 1 ] **98©|!WI©»tttt^n7 * 

«»*tt a - f- * > -<oJmftWcm.fr 

[0 05 2 ] feSW^©J»r^S5n/c^Sfet±«i*^/c 

l^r-ecDS^S*. WlA^n u par iel 18 
/2 0 tf-XiiJCWu rster insert 

orTO*-ac<hcc<£0H»wis. insect r>rtt v 

y^;kfe ;l> u - * £^tf £ 2«c»eS!l£ft fr* fcteS 
[005 3 ] tKn*jb*>, HPMCSI (ffig) tr 

[0054] *jaa©n-^ a > y«a«, tiHKfften 

[0 05 5] pJMk S n/c<^Ktt^ ^-(D^tt^i&« 

s t e r&Mt&&ifi&mstiz. mmnmmoymm 

50 *s*«?R % m«H*^»aSSn/c<k#«c|iTf2TSjSWS» 



(9) 

15 

v-rtjMbfcfiL sfcgiCfc^TttOp a d r y (S» 

Mi) ©^4>^flM«i»*--/<-3^ f ttr-- 

[0 05 7 ] 3-^-/>^*5x^;H2;l/n-^<D*tt» 

Ufls^ea:*^ n-^-f >^as« (bp io 

0^60 k-hb i o o %<ommRTWitte!*tcmrz 

0 0%<D*B*fM^T&J4 8^7 2«FfflWbr 

4. 

[0 0 5 8 ] yjUa-^-f >^CC*fTS*»?B<Djff 
)\,# y v-(DT g J: 0 K^aiTftMttRMI*- 
©IW WiB©t^©«*»iS»lc J: o t» 20 

^^n^ 0 ^wowe©iaBBaccte(r»r«, #745 

[0059] *^©ifttt^»j^6©r&^W«r«j»c5 
-f >^*Jl< lo£Lh©JIWLtR»*ci:K:J:0i5B 

[0 06 0] *B?L0fiScffJ (pore-former) t 

[0 06 1 ] «BHO«Rtta-^v >^ttECC»t&& 
[0062] *«B80«actta-^-f >*tt»c. <£/B 

[0063] tttB9dE«K«¥»Stt« y ^ 
[0064] f??S<DW£ UC»jgjSfiffl««C*5C»rtt, fifeffi 

[0 06 5] **8B0OffeRtt3— >^tt. 4>ft< £ 50 



^¥7-206679 
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WffiFLtt. *B«*rai3. 8 4 5. 77 0^; 
fg3, 9 1 6, 88 9-^:^4. 063. 064-^;R 
im4. 0 8 8. 8 6 4^ (C*l6©«*»?B«ltt±r 
#JHCCi»3*IBlBI»(0-«*«flt-r4fe©iTS) (CB 

ft, Hft. tSFL fiESc©»tt*WU»*. 

[006 6] *«W©f6©HSfc«««c*50»r ##B9i 
tt^tftttfcttttv h y 9 ***fi«Bl,»S. fktttt^ h 
y * ^XCC$tfCC*b^:t*f4«TB(Dfc(Dr&-S. 

[0 06 7 ] (a)«*1t#yv-. -feJW 

(it) <d4>& < i & i «oM^tt*fett»*tt# y v 

[006 8] (b) fMbifflftttaM (C.-C sa , «fCC 

it BI»TJi/3wk HIB5K<o^y-fey;i/xx^K ffi 
ttZttfllttifr 2 5*0-^9 0 ■CO«^*W 

T*Kfb*3|»J»*u^. cn6<OJ6MK^b*3H*»© 

JgfcM>ft< £fc l«Offi{b^ftJUU«bMR««l6 

[0 06 9] (c) #ywi/>yy3-^. SP3« 

6 0% (MS) *t!S*f»*. 

[0070] maasav h y ? 3>& < <t s> 
&i«<dc 12 -c j6 . #sg< «c 14 -c aa iiiBflRr^ 

c.) r;v+;i/-fe;i/P-x, m«t: fb+^b^ 

cct Fn + ^x^^-fe^n-x-c^^cD^^^c^ * 
^©SPSa04 I <7>^< itliOb FU+^T^ 

ttfflafi«:<fcor»5E3ti*. < <fc fe 1 «©BaS»i 
T^n-;i/«^x.tf^^y;i/T;l/n-;k 5 y^^;UT 

»* oc»saHKi«:*$c»r 4>^c< <h*> i mosmm 

;l/n-;l/-C&So *»W©«PJW»*©d>ft < <fc «> 1 « 

F&W2K(c<toT^$ns 0 sfccnit 
M(D^yr^u>^y=i-^^aECD^ 4 igp^J0 



(10) 

17 

«2 o%-s 0% (mm) <o'pt£< 1 1> i m<D^smr 
yT)i>*u>#')a-)\>t <o&itmw&±mm<D 20% 

-5 0% (MS) ££#>&©*W*LC\> 
[0 07 1] lo©Iiii{C^l^«, mt24>&< 

;M§JIIi©, < £ i> 1 atOBBMRT^a - JU/# »J T 
ju*u>yy:a-;i>ccMTSJttt. «sij^6>o*tr*^ 10 

tFa+WW^a-xo, 4>&<£&l8©JIa 

fctl : 2-1 : 4r*S©*«»*L<, tb 1 : 3-1 : 

[0072]^< ia©#UTJ^U>^U3- 

^yi^L/>^'j3^iW^o 4>fc< <fcfc 1«©# 

•;7Wu>^V3 - ^©SffSrfl^Stt 1000-1 

5 0 00, 4$CC 1 5 0 0— 1 2 0 0 0~C$>Z><Dft&£ L 20 

[007 3] wja>a^a:»fiW4^ h y * 

(4#&cx^;i/-te;UP~;0 , C 12 — C 36 B 

[0074] ±%m^cm^ &mt-? f y * 
«©ffi©RS», mtMwapi, awm fe^sj, tttwfc 
grin. awa^»r«»©asawj < s 

1 i d a n t s ) 

[007 5] *^(D@tt»JftttJgPS9^<DS^S:Sa 30 
tc-T-S/cfe, ##MJJ©S(©8^tefcc>T, F* 
fc«*©**»ficttv h y » pxtptcmsirzc ±fr*> 

«f &o v h y 9 * x^©ffi^»m««T©<fc 5 &ttf 

(a) 4>&< t& 1 «©**§&£ Hat % >7^^"fe^ 
n-xatf*fcr*>( FSfcfcM-fcr*-* Ftt**trtBtt* 
JFML, (b) tFa^>7^t^^P-Xg»i 
^tt< <fc«> lfllOC^^Cj.lBlftJRT^a^iiB 
^ L , ( c ) i&SCC J: ot, WiB^^ff ffiRCf^-r 40 

f * ffl c » r s^s^-r ^ci^ao j^st * ©aw 

S^^X^^^P^^CtfD^**cr)S^b:^^ F©$£ 
«ISS©1. 5-5<g, #tCl. 756-3. 5fg-C& 
£©#*?£ LI*. 

[0076] JSCcsooHSSSftKfcfei^rti, W$u&*>£ 

mtfAvicel PH 10 1 (B§H. FMC C 50 
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orporation)i LTTfrI53ftT0>6#&r* 
t&»tt:3~fw>^ttaS, ********* « 

*tf (a) #a*fcB«a)irr^=i-^i»^snfc% 

5, */c« (b) ^ 3 L7?^fcb<»^>*Sft. 

[0 07 7 ] *»qa©ffl(*«. SfflSr* u ? F««j*cc J: 
oT*>»38US£. ^SBWKtctec^r, fifctWISSS©* 
tr*-f F* (*>tt9ttfftE» tt^fttfffi©&«WStt 

rWKftiXLT^u* F (fit-?-. 90 **idE^4. 

**k »4ox;<fcom»iBwa*WT*ci*5»*u^. 
ia^a*s^ffli<fcL/r«. m«**{bc>* Lift. **{t 

ffl^tt, ffi©*»bBII», WWr^n-^k HgJWMxx 

BKnyy-fey Fai^*ftf6*i*. 
[0078] *mm<Dffim<Dmmimifc&^"c&i. 

efflscp^$n* a a*Mt»«©*t*^ f«, *e 

*-C©«fH*®*BTS, fiP*T..«*«Atftt2-tt4 

ifi*?fiKftiBI«, S««3&s3BaEJSJILri»*«tf¥«& 
*sr«ft<, ^cctf-^w-rsfeoectts. c© 

CtlCkV. A#*5Jt«8ffJi«U^^©***^*Ci 

t*-f F***w©ffl*±cc»a[-r6 
« v F*s*08Pttmv h y ^ ^x^tcge^^n-c 

©2tttt*^*^ F*»**fc»IBtttLr*^-feJK*i 

i-csaL/tfc^^,, ^m%&. asfctt*tr*-f f«» 

**fiiffl**tc9ai^|gfic80©^rffi«:»( ; t< -c^^^o 
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[0 079] : 

[0 08 0] naswi 

X 3 %<D H P M C x ^ ;b p - * <£> 5 % w / w * 

PVP 

fgh'-X 18/20 

OpadryCg&jglfDKed YS-1-1841 

[0 083] ^cii-c, KK^i/t:^tr-x^#fett^- 20* 

as 

Aquacoat BCD 30<K#O 
Ifethocel E5 Preiium 

0padryO^S^)Ked YS-1-1841 

[0085] mm^ ^ > ^*«T<D <fc 5 0 

[0 086] IE?L»«E»[M ethocel E5 Pr 
em i urn (HPMC) *«W*^»ISaW»»U. 
2%w/w*g?££f#fc 0 Aquacoat«^^ 

>Khyx^ju*ffl^rjKj3 0»iBRr»buyfc. 30^ 

HPMC#ffcM£pJ^ftAquacoa t^fftg* 40 

fc^-X£l. 2mm^/X;^ix.fcUn i g 1 a t 
t Wu rster Insert ^tC^^L/Co ?Ja>~C 
^Aqu a c o a t/HPMC#ifc?g (it9 3 : 
7) TtWSWSKMlfc, 
[0 0 8 7] 3-^^>yMS^Tft. Mtf-X^W 
urster Inser t#>6 h &Cf£b, ?SS6 
0°C. SS8 0%RH(D^^>^n*— F*9-C7 2B$ra^fcL 
/c. «Mfc«iH»7a % tr-X*LOD#4%JMT0Cft* 
*rfa»L//c. ^C»r^-XfC % Wu r s t e r In 50 
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[0 08 1] o-^^is^iffltr»ji/ 
ttK*;!/ 1 * e-X(Dfflj&£Tfe<z>fi i K^-r„ 

[0 08 2] 

[an 



Mi 








30 ng 


14. 3* 


42.5ns 


20.2* 


2. 5ng 


1. 2* 


125 ns 


59. 4* 


qs 




10.5ns 


4. 9* 


210. 5>g 


100. 0* 



[0 084] 
[*2] 

a(mg)/g& ifc3K96) 

210.5ns 89.796 

10. 2b* 4. 396 

0. 3ns 0. 196 

2. img 0. 996 

qs — 

11.7ng 5.0% 

qs — 

234. 8ng 100. 096 
s e r t^ffifflUOpad r y (S»iS«l) RedY 
S - 1 - 1 8 4 1 (1 5%w/wjgM) CDttiftf*-^ 

[0088] USP Apparatus II-(P 
addle Method) CC <fc oT\ S**S!n a n fc:*§»? 
K»*r»BLfc. ^^-fe^*, $f7OOml0(gf 
»{HH»*CC 1 0 0 r pmSO'3 7'CC 1 
B#R8g£, »»t?9 0 0m 1 <D <i?3l*$t*) g<HPT?£ 

[0089] 
[*3] 



(12) 
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21 
£3 



22 



mm 



18.4% 
28.4% 
46. 7% 
73. 1% 
86. 0% 
95. 0% 
99.0% 



* lffl«CCttM*;Ub*« 1 0 0%igfc?U/cC <b#«*. 
[009 1 ] gBftW2 



-a- h£^t?5%w/w&8rt£Eu d ragit R 
S * 5«® t *&SSd4 b-X*«jfi 0/c o 



10 



[0 09 0]«3«c^UfcJ:5CCjffl»ttlfc^6, 12B$* 



314 



PVP 

Btf-X 18/20 
SIS* 

Opadry Red YS-1-1841 

tyl/fc^^-Xb'-X 
Eud ragit ES 30D 

Opadry Red YS-1-1&41 

[0096] ^ffittn a > V\WCF<D <t 9 CC«J6 U 

[0097] Eudr ag i t RS 30D%^x> 

/c 0 58»*Jl/t*b-X*l. 2mmiS/X;l/^i^ 
/cG l a t t <DWu rster Insert 4>K3fc« 
U tf-X*3M#5%*ttoT**r»Htyfc. #Cl> 

Op a d r y»»«<Dtt±tf*-^3 - h*Wu 
rster Insert (Cbt'TjUBbft:. **7&> 



^5 



[0093] 




[*4] 




s<M>/Wtt 


Jfc*(%> 


30 ng 


14. 3% 


42. 5mg 


20.2% 


2. 5ag 


1. 2% 


125 nig 


59.4% 


qs 


— 


10.5og 


4.9% 


210. 5mg 


100. 0% 


: [0 09 5] 




[*5] 






ii^(%) 


189. 45mg 


86.7% 


9. 5ig 


4.3% 


1.918 


0. 9% 


3. 8ig 


1.7% 


QS 




3. Oag 


1.4% 


10. 8mg 


5.0% 


QS 




218. 45ag 


100. 0% 



50 



hT-X*4 5'C<D(e»*-^>l*i-C2BraWbl/fc. m 

itLtcv-xz-e-rryx^tjifttc 3 0m g^mm 

(strength) TS&H*l£. 
[0 098] U. S. P. Apparatus II 
-(Paddle Method) tCJ:ot t 4f^> 

0ml© OMR&dSftlO HffitSifc^iC lOOrpm 
&tf3 7"C-ClB$Rgg£. ^t9 0 0ml(D(if^ 
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[0 09 9] 
[^6] 



24 



[0101] 



&6 



mm 

2*$m 

mm 
mm 

imm 
2mm 



[0 1 0 0 ] ^6CC^Ofc<fc9 CCiBJBStK^S, 24B 

mmc 9 6.6 hook* * t * wmm Ltcct tm 



11.9% 
15.4% 
28. 1% 
58. 3% 
79.2% 
92.0% 
96.6% 



10 



ffi£tf-Xtt, 6 0mfira±©««fC*«T*«c€>«^ 

-So «e^rHJ6«3CCiBt»Ttt. Glatt Roto 
r Processor (c*Jl*"C»*«»tt*afflL/, 

[0102] 
[*7] 



^7 



iSE£fcf-X 



Povidone C~3G 

wtr-x 

Opadry 



30.0 ng 

6. 0 ng 

1. 25ms 

7. 75mg 

2. 37mg 

a*_ 



Jfc*(%) 
63. 3% 
12. 7% 

2. 6% 
16.4% 

5.0% 



30. Ong 
42. 5ng 
2. 5ng 

125. Ong 
10. 5ng 

_qs_ 



14. 3% 
20. 2% 

i. 2% 
59. 4% 

4. 9% 



47. 37«g 

[0103] nffi^i 3 <mm&v-xmmm 1 so 1 2 
tt4r^yju#yv- (in^Eud ragit (mm 

M) RL 0 CtittE udragit (SBlSU) RScfc 



100. 0% 210. 5ng 100. 0% 

Eudragi t JB<b^Wfc*aSS[14J10HICCiiSn 

[0104] 



*8 



b * 0«E£)*C- Xtf-X 

Eudragit RS 30D 
Eudragi t KL 30D 

Opadry Blue YS-1-1Q542A 
Opadry Blue YS-1-10542A 



[*8] 

42. 63ig 

2.1 -g 
0. 05ag 
0. 45ag 
0. 85«g 

2. 45-g 

qs 

3.0 mg 
2. bbmg 
qs 



54. 08mg 



78. 8% 

3. 9% 
0. 1% 

0. 8% 

1. 6% 

4. 5% 

5. 5% 
4.8% 

100. 0% 



(14) 
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[0105] ®mkRamim^ < > wmmm 2 
[0106] *JK^-cx7*bMc^ ms&rn 1 tcias©^ 

[0107] 
[*0] 



26 



: [0 1 0 8 ] «Q(C$UkJ:9lcmRa»^ 24B$ 
HMUC9 2. 5«©»»*^fc*3W8»LfcC<t*^J 

[0109] g|tfcg!l4 

1 0 ligcD&^CjiU/c in vitr * 



£9 



mm 
4utra 

81*13 

18B5RB 
24^^ 



11.7% 
12.1% 
22.0% 
45. 39* 

63.7% 
81.8% 
92.5% 



10 



t *«to©aa*TiBCD« 1 0 &c^-r 0 

[0110] 
[110] 



[0111] ^S«S5»JMTa>J:5«:iefiLyt. 

[o 1 1 2 ] ses^t*, **h-xRt«*tf f>* 

f>oJl^Eudragit RS 3 0D^|«* 
K#j3 0#PiB®^U ^C^ri. 2mmyX;^ 

K^y*S^Ar»iR{fcU/c. &t>r, 11150mg 

[0113] ^5609 1 KK»D#ffi*fi»IIU Kit** 

<D*£*ttTiK>3i 1 1 tc^To 
[0 114] 
[^11] 



#11 



40 



mm 
mm 
12mm 
xmm 









mm* sist* 


60. Oig 


40.0% 




36. lis 


24.1% 


Povidone 


6. Oig 


4.0% 


Eudragit RS 30D(BtiO 


12. Oig 


8.0% 




1. 4«g 


0.9% 




30. Oig 


20.0% 




3. Oig 


2.0% 




1. 5mg 


1. 0% 




150. Offig 


100. 0% 



mi 1 

20. 9% 

29. 3% 
40. 8% 
59. 9% 
69. 7% 
82. 9% 
90. 5% 



[0115] mmm 1 1 tc^L/cMK^t *&m<om 

M<Dm^h. 2 4B$fiiTC9 0. 5%©KS^b*^ 

[0 1 1 8]mmmi. 2. 3sw^i«^7 m 

50 llffi«4<DS^J<Z)j!SWii J S^^^XS D a a (JEJMi 



(15) 



-206679 



27 

C on t i n (g&iSS) 3 QmgRVG OmgOt 
m<Digffi&7ziv H/US fl MS Contind 
m&m) &m\Z. Purdue Frederick 
C omp a n y rfil££ nrt^<fc < *06ft/c^;Ufc: 

*»ttttttffj-c*»). iH«:20ia:^sn*. 

[0 117] Hffiffl5 

in v i v o JiJ fT-^J 5\± V f* << 



28 



11 , 2RO'3(Dtr-X^ a D D ^tl^n(Dt HCCfcW 

^^{c*jW4«B»iUr3 0mfir3Bai* 
MS C o n t i n (9ffiBHSI) «rfleffll/fc. HSfeWK * 

£12 



*©6 0mgaS(tt, S£i6t(Bek:*y»*«|lALr©MS 
Con t i n 6 0 mg ilfclfcOfc. 4*1 

2—1 btCTjk-fo *fc*l 6«.^ mMm4(Di n v 
ivoUl^ 3 0mg^«Kfci|gl,T^T. Sill 
2~ 1 6K*>t,>T. C^ttng/mltSbStitis 

To 



[0118] 
[812] 



MS CtmUn(£SttS)3(h«Ktt 



C«aa» T«»x Yap ADC 
13 2.3 5 103 
5.9 5. 6 11.5 101 



(100) 





C, T,», !», AUC 




MS Cantin(S«H«)30itf9H 


13 2.2 5 99 


(100) 


Mlfcf-XM* 


5.4 5.9 17 107 


108 




* * [*U 3] 












\£-x-mmmz 






L« T B ,» fifl AUC 




MS Contin(g^®il)303ig*^ 


11.8 2.8 5 114 


(100) 




3.8 10.1 47 125 


110 



S«i Isii lu Arc HMmoem 

MS CaDtinCft«««)60igaaf 18.2 2.7 5.56 195.6 (100) 
SMfcf-XMtt 8.8 3.2 13.19 129.5 66 



&16 

mm® 4-3 Qmg ?tmm-zm& 

US Omtint&®mm) 9.1 2.7 5.56 97.8 (100) 

Wt-X«a 4.4 3.2 13.19 64.8 66 



C16) 

29 

[0120] rt4*T^4^\zvTHtmfrh> 9mm * 

1, 2RV3<D3m±X<DV-XWl&te. 10 1 

& 0 W*>, (b'-Xi?p a D CDAUC^#MS*MS Co 
n t i n (S»ffi») OAUCiMT^Cita^J 

K$n^ic^) 3i*s^i-3co^~xijp a a ^r 

R^in vitr oTi£^IgJp a a ^^t*-X^S% 



7-206679 
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[0121] . i^^nJfilft 1 B 1 H&i^rij 

[0122] ±ao*tt«ia»<fiffJft*>©rttftl^ * 
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Abstract 



Sustained release oral solid dosage forms of opioid analgesics are provided as multiparticulate systems 
which are bioavailable and which provide effective blood levels of the opioid analgesic for at least about 
24 hours. A unit dose of the opioid analgesic contains a plurality of substrates including the opioid 
analgesic in sustained release form. The substrates have a diameter from about 0.1 mm to about 3 mm. 
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